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5 ^i^b ^>;^'K'-i5^— e$>^i»^:^2 iciemcDM^jo 

im-^m 8 ] "/n > Yy>:^^°-^—b^\ D — 9--f a «t >; ^ ^ 

Um^fi^^t^f^-b^, L-T7->^ yS-r^-^. L-yni; :/^z>*:j^'i; «>>;^^t, 
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m'^Kisn^^ y ->^ZL ^n-XK ;v-7''^^^ffiv^fc^O-e^>5>|f^:®l 0 

if 1 icfB«<7) WJo 

[ii^:^l 3] p niB^^M^^i)K :t-r K^^^^y hLlOO-55. V9 
h 30D-55^ K^^^y b LIOO. ^^--f K^^v h SlOO, Vy^y Y? 

-4135F^ ^^)r^^))l^m.^ "^V-f :^M-n-T;V^;Hf^;l/ai-7^;i/^S>^'f$:^ 

[it*^ 1 4 ] w^qs 1-13 <^)v^-rtLj&>tcfsm<7)^p^-^fflM^jo 
Iff 1 5 ] Tffio {D:^xf{2) (r>iM^^t^mim-x^(Dm.m.-h^§tU^j: 

(2) JLf5M3i«i*i^ "9 jic;^ p H t1r^<o\z^:hm.<D p H^^l^i^^^-^^^-ft:-^ 
\mim 1 6 ] If 1 5 icfaaoM^lc J: O # <=> tt-S »Jo 
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[0 0 18] 

> ( H +) i^^^^'fbW™ v> < o tLT L*®li^tg;b /OMSTf -5> t'c i6 1? ^ 

(2) p nm^nM^=F^mMirh ^t\zx^ ^ff- K b 9 > X j}^- ^ - o 

[0 0 19] 
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3 Kum.(DmMo 

Mo 

m^ ^m.. fu}d:t>m. mm. i^v3-;vm> ^rr^^^, 

o 

Ji 1 2 p H^^tt?||:0-i=-;6^ ^m^^ ^^^) )VW.^ V -7-, p{ iS' T iJ' U 

;Upt^;Hr;vn-;^T-fe-r- v)^- :S.<:>'fc Kn^^lr v7°n tf;Vp( 5=-;v^r 

^1 3 pHS^tti^^7&^ :^--f K^^-y hLlOO-55. ^T-f V'^^y h 30D-55 
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> ^-f y LlOO, ;j--f K-7^y h S100> Vy^y hP-4135F. yf^V 

li;v^^;Hr;i/n-7.T-t-r- h-9-;5' vt-^- Kni^ v-/n 

^14 :S 1 ~ 1 3 Ov^T tL;&-tcf2m<7)^P$S#ffiM^iJo 

m 1 5 TfBO(l) 25.0^^(2) <^Xjg$:'^tfM<t^T»<5!)TO14^^^«f'&»Jom-^ : 

(2) ^mmmmMP^w. ^ p h 1-^ o iz^^mo p H^s$'l4^^^i^=sr^'^b'^ 
]fii 6 5Kmm(7)mmKXi)n^tL;s>mmo 

[0 0 2 0] 

ttTT'nhv (H+) m^^mmL^m^mKmh':^fz^im^^=fdmW}^mm<D 
iz iiybm±&mmm'T'mj^m iz§tm lx^^). mmn iz^mmM^m<^ ^mm^^ 

[0 0 2 11 

h^y:^^-^- (PEPT) . ^y:^)\^^>m.h^>>^^-'i^-^ d— 9--r^^ 

[0 0 2 21 
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PTi) . Rz/7 2 9m<7)T^ym^-^^j:^±i<z^m^. jii. mmmz^^ 

LX\^^^^y-^VY^>:^:^-^-2 (PEPT2) >6^Wf>ttSo 
[0 0 2 3] 

[0 0 2 4] 

o 

[0 0 2 5] 

n h vyy:^:^-^- izmm^fimimy^i^^mmmzm ^ tt#^>fb 

[0 0 2 6] 

h9>;^.-K-i5^-75^'i§?iLTv^^mi:{i, )*iH6tftcyn h ymmmvyy^^^ 

^-^§tm,LX\f^:hmmtLX. Caco-2^J3&. HT-29m^ C0L0-320lfflJja. HT-10 
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[0 0 2 71 

[0 0 2 8] 

EPTi cDNAt:m%mmmmm^M^i^^-Km.^^^. ^r)i^mm. mx. 

[0 0 2 9] 

^tLmm^y^^^nMA^fz^<Dmmnwifm (/.L/mg protein) ^mm\^x 

[0 0 3 0) 

EPT) (i. m^T < ym.Kx:h&MMiRmm^^fzi(). momm^MVy>:^ 
^-'$'-Kit^xj2;.m^mMwm'&i:mLx\^>^o pept pepti 
) i,'i3\.^xm.m^fum±^mmzj^^^tiv^^t^mtLxit. ^^^v<o 

[0 0 3 1] 
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-His-Pro^ Phe-Ala-ProT^^M^ ^itJ^o 
[0 0 3 2] 

mi)m^fhi^L^ Mc^mui. r^^v'V^-, r>\£i^^)>^ i^^^^^v^^ 

y ^v — ;>{5^;l/^— ->i; > (phenoxy-methylpenicillin) ^ T^ntfvV^^ Hj ju 
7jiv';> (carfecillin) . (carbenicillin) > /N'TtzAtfvV 

> (bacampicillin) ^ liVtAtfi/U> (pivampicillin) ^ r 
■^y^^^yA^ ^y^y-T>. -t^r^n;!/^ -tyrV^i^^, -b:7r7v>, 
SCE-100> -tyrhUv^V. -f7TDf->. ny^u^y (loracar 

obef) . FK089. y^^^-ty (latamoxef) . e^-fe7TP^v>' (pivcefale 
xine) . -t7TW>', -t^ra-^^Vv^ «f7*^->^>, ^y^^TA^ ^y 

[0 0 3 31 

^7*';;^. (benazepril) . y^Z^yyV)^ (fosinopril) . V'> 

yyVJV (lisinopril) ^ SQ 29852. J^-i-y^V 9 — ^i-yVy-Y, 
-tyVy-h (benazeprilat) . y:fi^yyVy~-h (fosinoprilat) mT^mm 

[0 0 3 41 
[0 0 3 51 
[0 0 3 61 



liSiE# 2004-3008955 



S^m 2 0 0 3-0 0 6 0 0 5 v : H/ 



H2N- (CH2) n-COOH [1] 
[0 0 3 7] 

^ <Dm^ ^ ^ L- K-/N'-L-7 -;i/T ^ - > (L-dopa-L-Phe) . 4-T ^ y 7 oi 
^M-^M (4-aminophenyl acetic acid (4-APAA)) ^ d-T ^ ^ vy^) iS- 
aminolevul inic acid (ALA)) ^Tb^MTr^^ti-^o 
[0 0 3 81 

W^m. ynt>>^, Sl^, ^i;r7-;i/^, -n-f-^^, 
[0 0 3 9] 

^ o 

•7°P h :^g|x«;g!! h V ~ t::MM^ iL^>fK-A-^^(?) n H "7 r ^ ;V 

xmoiiX^ho MT'n h>'JiEU,^h9>7.jH-^-=S:f|^Lfv:«^>fML. in v 
itro^^TtCT#apH^#TlCi5tt^«Komt*I^'9ii^»^MLTil!l^ 

[0 0 4 0] 

mx.[l. PEPT 1 tc*3it^#S^<7)pH7*n-7 7'f M^bl=^T';Hfflm 

•e*)^ h:«:^*^ft5feCaco-2m^OP E P T 1 t/i«=S:'6gffi t^ in 

vitro^#TlCT#mp H^#TtC;fett^»®<^mi^fl5l J3ai^#S:TlIJ^i-;?)o 
[0 0 4 1] 

ttiiE#2 004-3008955 
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Mrm^^j:m^l3mt. m^^tltzlfm (Isuji a. TakanagaH. Tamai I. Tera 
saki T. Transcellular transport of benzoic acid across Caco-2 cells by a 
pH-dependent and carrier-mediated transport mechanism. Pharm Res, 11: 3 

0-37 (i994))tct^oT^T^5tL^ (Mx.{if. mmmi^^m) o 

[0 0 4 2] 

^n-XK ;i/~7' &(in situ closed loop method)) o yy hmit^Ji^- 
f^mmir^m^Kit. i^lTO:fcmf2mo:^^^##iCLT^^tt;|,o Barr WH, 
Riegelman S. Intestinal drug absorption and metabolism. I. Comparison o 
f methods and models to study physiological factors of in vitro and in v 
ivo intestinal absorption. J Pharm Sci, 59; 154-163 (1970)o WSitSO, m 

Mm. 2-22 (1985) o 
[0 0 4 3] 

yyh^-^>Vy^)V}£^^jUi-h^}^A (50mgAg) mMPj^mzX 

^i^m-r^o mmRZm^^i^ismS buffer (5 mM KCl. 100 mM NaCl. 10 mM 
2-(N-^;i/.i.';y) ( 2-(N-morpholino) ethanesulfonic aci 

d) (MES), 85mMv>^h-;p (mannitol) , Ti?^) a-)]/ (polye 

thylene glycol) 0.01«; pH 6.0; «^J£ 290 viDs/kg) ^m^Jl^-ZflHizXfim 

[0 0 4 4] 

In vitro^n-yKid\ir:hmm.nmjmt. in vivom^ftw^cistt^M^tittt^ 

7. 5 tm^$tLTV^^OT(Davies B. and Morris T., Physiological parame 
ters in laboratory animals and humans, Pharm. Res. 10: 1093-1095 (1993)) 
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[0 0 4 5] 

sKvMi, PEPT nii3tt^#^®<?)pH-7''n7T-f;^{±, 'fiajx.tf. r7'J?!7 
:y p{ :^rjc;HPft^ia (X. laevis Oocyte) t'cRNA hPEPTl^i^A $mmm^ 

^ -omM^muLtzv^o mum ^sr^mLxm^ir^o 

[0 0 4 6] 

:i:#:filJtC{±, Fei YJ, Kanai Y, Nussberger S, Ganapathy V. Leibach FR, Ro 
mero MF, Singh SK, Boron WF, Hediger MA. Expression cloning of a mammal i 
an proton-coupled oligopeptide transporter. Nature, 368: 563-566 (1994) 

[0 0 4 7] 

;i'n-;^T-fe'r- v;^- H Kn^ vT'n f-;Hr;vn-y; -7 tJ' 

-Ymmm^fi^o ii^^im<^^its :t^vy^'yh (Eudragit) (^mi^m 

^ iikTmC) LI 00-55. Vy^y Y 30D-55. Y^y^y h LIOO. ^^-'f K 
y^yh SIOO. :t-f K^^'^;' hP-4135F^;65^?!l^;gitL;&o C:ttf,(i, v^-rti-^>TU 
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0 0 3 -0 0 6 0 0 5 ^^>? 

[0 0 4 8] 

Tfi. m^i:^. ^4 h^y^y h LlOO-55. h^y^-y h LIOO. t4 h^y^y 
h SIOO. h^y^-y h?-4135Fmmfiofi. H ^tti^tLiiit^ V^^y Y 
LlOO-55. Vy^yh L100T-^>So 

MM 

^^m(DmMit. ±^oy'uh>mMmhy>7.^^-^--},zmm^itL:h^t^m 

[0 0 4 9] 

. In situ closed loopS^> L< (i^ h'^O^PS-^^Ji^lc j; »)^ie);5)o 
[0 0 5 0] 

y'7y:^^-'^-\z.nm^KMt'^m\mML%\zn\^. i~i ooos»^®jg 

.iiftL<i± 50-500 S*^f|5^Jg^@^'g'i-^^^^ J; v^o 
[0 0 5 1] 

^v^ii> pH^^ttltl^i^OiB^iJi, ili^j^^O^ilcj^l^^ 5-4 OS* 
[0 0 5 2] 

tp2^^H^OWJ<7)$?t Lv^iB^5^,^i: LTfi. K t p{ iJ' V ^l- 
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[0 0 5 3] 

i^mt LT{i. i^'j ->>^ t'U ;U^;6^^^tf P> tt, 

Kv^^;/ hLlOO-55) . ^ iJ' T ^ U v- L D (-B^llx-tf, 

K7 4^'> h30D-55) . ^^r^V)m:='yi-'V-r-L m^i£. h'^^^y hll 
00) . ^iJ'Ti^ V;W^rj.-KV-7-S ^-f K74^y bSlOO) 

[0 0 5 41 

'?-<^*#^i: LT{±. -t^T Knc^i/;v, -ty^^vA, -fe^^^r-V^ FKO 
8 9. T-t^->V>. T>tf->';>. v^^^vV^, •7:cy^v-^f-;i/^^v 

-t^Tl/^vV, ■t:7T^y>, SCE-IOO. -t77h';>^>. -t^rn^^, ^ 
y^J^)U, uv-^u^y, FK089. 9i^^^-b7, e:7*-fe7 r -b^r 
V';>. •b:7:i-^^v'>'. -t7:a-:^pvf^>. -f7:*-f-rA, -b^^ ^ 

-So J: OSfi tv^se-e-J^iSi: LT(i. t Kni!r^>;v. -b"7 -f ^vAXtiFK 
0 8 9 tt-( V'y^y l^U00-55t ^m,^Lfzi> (DmTbmfhfl^ho 
[0 0 5 5] 
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^-v': 16/ 



[0 0 5 6] 
[0 0 5 7] 

immm] 

[0 0 5 8] 

mmm i ] 

PEPTi tc J: ^ v^:/^ K;s:uf /? -7 ^ A^^^M<Dmmmmmw. •? ^z.* l 

-2m^fflv^T. v-?-7°^K-tr^^ [l^CliJ^'V v;l--9-;V'3v>(Glycylsarcosine 
) ([14c]GlySar):5.tf [3H]:*;vy v>' (carnosine) s RZf - y ^ ^ Ain,^m 
gT-^^-t^r Kn^v;V(cefadrozil) (CDX). ^ (cef ixime) (CFIX 

)s.c>m89icov>r. ■etLt,<^pH 5.0 - pH 7.oKii\>ir;hmn^\^m.^ji.^imm 

Lfzo 

[0 0 5 9] 

4:?t7'V'-blc:^^L;^:ai&=lr37' CiC^JDzat/iHanks' -balanced salt solut 
ion (BBSS) (0.952 mM CaCl2, 5.36 mM KCI, 0.441 mM KH2PO4. 0.812 aiM MgS04 
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, 136.7 mM NaCl, 0.385 mM Na2HP04, 25 mM D-glucose, 10 mM HEPES, pH 7.4; 
315 mOsAg) 1 mLT-3lPl^^L. ^^^^-^trHBSS 250 /uL^mMLJ^^ 

^m^^ho m^^mT^^. 5 N NaOH 0.25 inL=lrJnx.T2^|^MM LT« 
'SrTO'fkL. 5 N HCl 0.25 mLT'i^^fPL^ »aaj?^lC-^:t$ tL;?,^%ft^, 
ilfi/y^V-i^^yij^y-^-^ t < {im#^n-7 ^ ^ (HPLC)icj; 0 

^»t-'5>o mm.(D^^mt. Bradford^ Protein Assay Kit (Bio-Rad R 
ichmond, CA, USA) ^fflv^T^»-t^ (Bradford MM. A rapid and sensitive me 
thod for the quantitation of microgram quantities of protein utilizing t 
he principle of protein-dye binding. Anal Biochem, 72: 248-254 (1976)) 

O 

[0 0 6 0] 

Caco-2mtIi3lt^±ffiO>?^-/^ Ynxf^ -^^^ Am^^M<D^ ^ ^^IZ 
to 0 6 1] 

01 A«i. M^^pHtC*5tt^. 3 7'CT'l 0;£.M [14c] GlySar (• 
) 15mM [3h] (a.) (DCzco-2mmzX^M^iL^^Wl 

[0 0 6 2] 

mi AtcitLff, [14c]GlySarO:|Xl9i2.«J^{iggf>;&HCpmc^:??U pH 5.0 ~ p 

^>tt^^1-[3H] -^Jl^yi^-^mmP^iMn^^it^ pH6.0 ~ 7.0ic43v^Tl^v> 
^t:d^^^flfZo •ttj:t>%. ftit'&^0 3i«J?^i^^-rpH:d-114c]GlySart[3H] io }V 
y V > (±#;& ^ C ^ i)^^ $ ^tzo 
[0 0 6 3] 

miBti, 2mM CFIX (□) . 2mM FK089 (O) RXf2mM CDX (^) <D 
1 5^tT-<^)^l9 3X.^lr^|ij^L7^:^OT^)ao 3 ~ 4 <^||JilO^*^±;^i|l 

-li. llllB-C^-rJ:9tc, ye-7i5'iJ'A^^tf®<^Caco-2TOtcJ:^ftii^f? 



miiE# 2004-3008955 



#M 2003-006005 



^-i^ : 18/ 



immm 2 ] 

[0 0 6 4] 

v>m^i±m^T'tLx?ii$'r^vjvm^^'v^- k^^'-^ h Lioo-55. p 

y RS PO^fflv^fco 
[0 0 6 5] 

MES (pH 6.0) tC. -^^^ U^T^') Yy^y Y 

Lioo-55 ^ t < itpmm^nM^^^t t-cr ^ y r)\^^)v^ ij^ h 3 ^° 

[0 0 6 6] 

^«f?i£<^pmi. ^tw" K7^-> h hm-^5(Dmx\mm\z^'ox^-rvfz m2) 

o 'i^'V v-Tfc^jjncOpHtJtictT:^^ K^^-;' h L100-55<^)^JPjiJg:e»s20%O;^ 
Yy^y y RS FOXit. pHO^^^&iSTfilim^ tL;&:d-o Tto 

-fbWJg^l^IpH^n^- hD~;vt-^^ttcj; ^^m^fi:hi)--t'oi}^^mhimz-r:bfz 
ib. pHi^^tt;^:^^ (:t-r Y^^y V LlOO-55) <^:j?^^ L < «^^^TtC:feJt 
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}^-:f^ (in situ closed loop method) izX y)WiSaLfZo 
[0 0 6 7] 

^-^^^Ai5t^t?K(CDXX{iCFIX)^10mM MESmmm (pH 6.0) i,Z, 1 m 
M CDX. 0.5 mM j; 9 ic^JO Hl3:t-f K^^:y hL100-55$:^M:-ei 

t:muu mum^(D^-y^^Ai^^mmmm^RPLCKiiy)m^Lfzo t 

fz. pH^-^5'-=S:fflv^TIlIJ|X?^Opmiov^-C^iB!I^L^Co ni^flfzmili^m^<D 

fZo 

[0 0 6 8] 

m3<DAKm'tJ^^liZ, Vy^y V L100-55*^Jn<^CDXO^JjX^I±^40% 
•C*)o/io L:d>L5^;6^^. 20%<7>:^y( VU00-55t:miMLfzm^iZii. CD 

Xc7)BKJR^t±^80XT-ibt)^^^ii»^||^^tLfco $f>t3. M-ffcl^J^rtpmi. t 

K^^-y bL100-55(7)^jDtcj; fJj&TL/c (1113 <7)B) o 
[0 0 6 9] 

L^7&^ibCDXi:IS|^tC20%O:t>r K9^^y hL100-55O:??::atr J: 19^ CFIXO^lR^ 
iim5%tmmK]^±LfZo ttz, fmmP^m<7)pHi> :^ ^ K^^y h L100-55O 

mmKXi)m{i^^L-rz m3<DD)o 

pHig^teli!f^T^Mv^Tri<bl=l*IpH^ 3 > h D i ^: J; ^) , ^-f^V 
^yf- Ktt-ffc^tfc CFIXllpH^^tti^^jg-i^ (^e-^ K7^«y h LlOO-55) i> L 

< fipH^^^^tt;^^^ v^^y b Rs po) ^mm^zmn^^u cfikoih 
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^-v': 20/ 



[0 0 7 0] 

CFlI(D0.23mgymL7Kmmz^ Ky^'y hL100-55^^T'5% IC^ ^ J: 

— r^^>^fi:feL7t:SDmiltt^ h (#:M : 190-220 g ) 
i: LT2.3mg/k g J: d tc^P^-^LT^Co a:#mi5:0^;&^t,48O^iCit 

Jfil^rff v\ iflLli WlXiiJg^HPLCti J: 19 SiJ5c Lfco # f> ^xfcCFIXJfiLcf jt^T^n y 

r^)vx^. mm^mmmrmm (auo :ai>'ftiijjfiL^tfatjg (cmax) =^#a3L 

[0 0 7 1] 

H 4 {i. yyY izmm (2. 3 m g / k g ) =lr^#f^coCFIX(^)^P^^y n y 
T ^ )l^^^Lfzii<DT^^o ^ti^fKD-yuy Yit, ^V^-^^^T (O) ^ 
:t>f K^^-;' hLlOO-55 (5 0 Omg/k g) :??^£T (•) . RZf:^^ V^^y 
YRS?0 (5 0 0mg/kg) ^:&T (□) <^^>0^^-ro 5 0(7)||Ji^c^ 

[0 0 7 2] 

m4Xy)^ CFIXtpH^^iSStt:^^ K^^'^;/ h RS P0^|WIB#^-^ Lfzi^-^tcfi, 
CFIX#3f$^4-<^3> hn-;i.^Jt^-C. 8t|gB#^ffl^T®« (AUC) , MMlSSLm 
^J&m (Cmax) S.O^^*llJflL^«fjiEB^^ (Tmax) lC^i^5^M{im*i> ^ tt-f. CFIX 

[0 0 7 3] 

-a-^:: 7^^Jn<^ rr h n - ;v t jt^ t AUC:5.r/Cmax76-'P^ JCitJn L . CFIX 
lat'Hai-t-'S-^y-^Kh^vxjK'-^- (PEPTl) ^^^ir:h(Di!)^if^7^^^mh 
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#M 2003-006005 



^-v: 21/ 



[0 0 7 4] 
[0 0 7 51 

El 5 {±. 7 -7 h tc^^^ ( 2 . 3 m g / k g ) =^^g^mc7)CFIXO^P^^-7'n 7 

Yy^y hLlOO-55 (5 0 Omg/k g) +CDX 0 mM (•) , Yy^ y 
100-55 (5 0 Omg/k g) +CDX 2 mM (A) , :^Xf^-( K^^-y hLlOO-55 
(5 0 0mg/kg) +CDX lOmM (■) (^^>0=^^fo 5 oo^j^<^ 

[0 0 7 61 

115 J: ^)^ CDX 2 mM=SrllB#iS^L7^::#'^tCii, CDX^|WIBf^#L'^V^:^^t Jt 
^LT. CFIXOAUC{'^^^^(iMi6^tt^7j-o/z^<^0. Cmaxfi^t^tt^i'STL 
fco ^^IC, CDX 10inM^|S|B#a:#L7^::ir^tC{i, CFIXOAUCjR.tFCmaxfi^l^iC'B: 

[0 0 7 7] 
[0 0 7 8] 



tbliE#2 004-3008955 



#M 2003-006005 



AUCmh (iwg*hr/mL) CmaxOi^gM^ Tmax(hi) 





1081 




1M 


4A3 


± 


O50 


072 




O20 




27.60 


± 




11.52 


± 


1.86' 


1J20 




O20 


^-f K^>h L10(K55 


24J2A 




4^ 


039 












+ CDX2ITM 


± 


± 


0^" 


1.00 




OOO 






± 


099* 


3.40 


± 


OGO" 


1>I3 




O20 




&83 




028 


3.39 




0.16 


1.00 




OOO 



• a p<0.05 lcfe(t-5J*;E:-r-5p>'hP— ;KD®;6^e>:;*:^<*i3S-#--S 

• b p<0.05 lcfe(t***Jffi:-rS:t-f h LI 00-55 0[>fi]&^&::l^$<4BiS-rs 



[0 0 7 9] 

[0 0 8 0] 
[0 0 8 1] 
[0 0 8 2] 

[mi A] Caco-20||&^c^3^t*^ ^p Ht?0^^^y^ Ko^J3gI*I|Jt 0 



tbiE# 2004-3008955 



#M 2003-006005 



^--J : 23/E 



[ma] p-^^^ A^^%^ (cDxxfiCFix) y^^y y lioo-5 
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tbiE#2 004-3008955 
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^-v' : 2/ 



[1112] 




0 10 20 0 10 20 

Jf-f h«g (%) /h-f K^4^-y haie (%) 




0 10 20 0 10 20 



sf-r K^4^y haig (%) K74^yhaig (%) 
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^-^J : 3/E 
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mm 2 0 0 3-0 0 6 0 0 5 ^--J : 1/E 

mm 

mm] ^ L 
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003-006005 



m m A 



[597131521] 
1 . ^M^M B 1997^ 9>^12B 

ft m HJII!ft^i^7!T«l5r 1 - 3 - 1 0 

ft it # 



miE#2 004-3008955 




1 . ^'%^n B 
ft m 



^-v': 2/E 

#M 2003-006005 



ffi M A m S If # 



[000206956] 

1990^ 8^27B 
^^^^ 

m:^^^ftEBiH:*jJBa^iiir2TB 9#«i 



ffilE#-i- miE^2 0 0 4 - 3 0 0 8 9 5 5 



